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Application Papers 
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DETAILED ACTION 

Election/Restrictions 
Applicant's election of Group I in the reply filed on April 21 , 2006 is 
acknowledged. Because applicant did not distinctly and specifically point out the 
supposed errors in the restriction requirement, the election has been treated as an 
election without traverse (MPEP § 818.03(a)). Claims 1-10 and 12-16 are examined. 
Claim 1 1 is withdrawn from consideration as being drawn to a nonelected invention. 

Priority 

Applicant is advised of possible benefits under 35 U.S.C. 1 19(a)-(d), wherein an 
application for patent filed in the United States may be entitled to the benefit of the filing 
date of a prior application filed in a foreign country. 

Receipt is acknowledged of French application 97/06977 filed on June 5, 1997 
and submitted under 35 U.S.C. 1 19(a)-(d), which papers have been placed of record in 
the file. It is noted that no English translation has been filed. 

Claim Objections 

Claims 1, 10, 12, 15 and 16 use the term "quantic" for fluorescent yield, however 
"quantum" is the more acceptable term. 

Claim 8 is objected to because of the following informalities: In claim 8, the 
genus names need to be capitalized. Also, there needs to be an "of inserted between 
"consisting" and "CHO cells" in line 4. Appropriate correction is required. 
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Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 12-14 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. 

Applicant claims a kit with buffers and media required for the energy transfer 
between a protein and a ligand. The claims read on a broad genus of buffers and 
media. 

The written description requirement for a genus may be satisfied through 
sufficient description of a representative number of species by actual reduction to 
practice or by disclosure of relevant identifying characteristics, i.e. structure or other 
physical and/or chemical properties, by functional characteristics coupled with a known 
or disclosed correlation between function and structure, or by a combination of such 
identifying characteristics, sufficient to show applicants were in possession of the 
claimed invention. In the instant case, the specification does not sufficiently describe a 
representative number of buffers and media by actual reduction to practice or by 
disclosure of relevant identifying characteristics. 
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Although the specification mentions buffers and media, it does not delineate 
which buffers and media would be required for an energy transfer. The skilled artisan 
cannot envision a sufficient number of embodiments of the instant invention from the 
instant specification because the specification only discloses the general category of 
buffers and media, and does not suggest any particular buffer(s) or media to be used. 
Not all buffers or media will work with the claimed invention. As a result, the skilled 
artisan would not be able to envision the claimed invention. Therefore applicant has not 
satisfied the written description requirement to show the skilled artisan that they were in 
possession of the claimed genus. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-10, 12-16 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

Claims 1,10 and 16 claim cell fragments. It is unclear how fragments of cells 
can function in this invention, for example, how a cell fragment can express a 
fluorescent protein fused with a nucleic acid encoding a target protein. 

Claims 1,10 and 12-16 are vague because Applicants recite that the fluorescent 
protein is GFP, and then recite that the light is emitted by the fluorescent protein or "a 
fluorescent substance." Where does the fluorescent substance come from? 



Application/Control Number: 10/776,330 Page 5 

Art Unit: 1636 

Claim 1 has the language "selected from the group consisting of green 
fluorescent protein". There is no group. Similarly, claims 12 and 15 have the language 
"this protein being further chosen from green fluorescent protein". It is unclear how a 
protein can be chosen from another protein. Examiner is interpreting the fluorescent 
protein as being GFP or a fluorescent protein that is a derivative of GFP for examination 
purposes. 

Claim 2 recites the limitation "the G protein" in line 4. There is insufficient 
antecedent basis for this limitation in the claim. It also recites the limitation "the insulin 
receptor" in line 6. There is insufficient antecedent basis for this limitation in the claim. 
It also recites the limitation "the steroid receptor" in line 9. There is insufficient 
antecedent basis for this limitation in the claim. 

Claim 2 is also vague because it is unclear to what "steroid receptor" applicants 
are referring. Different steroids have different receptors. This also applies to "the G 
protein", there are hundreds of different G proteins. Which one are applicants referring 
to? 

Claims 3 and 4 indicate that the labeled substance is Bodipy or coumarin. 
However, Bodipy and coumarin are used to label substances. For example, in the 
specification in example 4, Bodipy is used to label neurokinin A. 

Claim 5 has the fluorescent protein fused to the N-terminal side and the target 
protein fused to the C-terminal side. Claim 6 has the fluorescent protein fused to the C- 
terminal side and the target protein fused to the N-terminal side. However, it is not 
disclosed to what the proteins are fused. 
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Claim 9 recites the limitation "the donor" and "the acceptor" in line 4. There is 
insufficient antecedent basis for this limitation in the claim. 

Claim 9 states that a signal can be abolished by the addition of a non-fluorescent 
substance of similar pharmacological specificity. There is no guidance in the 
specification as to what would constitute similar pharmacological specificity, so it is 
unclear what parameters would apply to meet the standard of similar pharmacological 
specificity. 

Claims 12-14 limit the fluorescent protein to a GFP (claim 12) and an EYFP, 
EGFP or an ECFP (claims 13 and 14), but then later claim "a fluorescent protein", which 
can refer to any fluorescent protein, and is contradictory. 

Claims 12-14 claim a kit with buffers and media required for the energy transfer 
between a protein and a ligand, but although the specification mentions buffers and 
media, it does not delineate which buffers and media would be required for an energy 
transfer. 

Claim 13 recites the limitation "said second fluorescent protein enhanced cyan 
fluorescent protein" in line 8. There is insufficient antecedent basis for this limitation in 
the claim. 

Claim 14 recites the limitation "the G protein" in line 3. There is insufficient 
antecedent basis for this limitation in the claim. 
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Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent. 

A person shall be entitled to a patent unless - 

Claims 1, 15 and 16 are rejected under 35 U.S.C. 102(a) as being anticipated by 
Miyawaki et al. 

Applicants claim a method for detecting a protein-ligand interaction comprising 
cells containing a nucleic acid sequence expressing a fluorescent protein fused with a 
nucleic acid sequence encoding a protein. The fluorescent protein should not alter the 
properties of the protein, nor the interaction between the protein and the ligand. The 
fluorescent protein has to have an extinction coefficient of greater than 14,000 and a 
quantum fluorescent yield of greater than 0.38. The ligand is labeled with a molecule 
capable of absorbing the light emitted by the fluorescent protein. Cells are excited to 
detect the energy transfer, and therefore, non-covalent interactions. 

Miyawaki et al (Nature 388: 882-887, 1997, specifically Abstract, pp. 882 and 886 
and figure 1) teach a method for detecting a protein-ligand interaction comprising cells 
containing a nucleic acid sequence expressing a fluorescent protein fused with a nucleic 
acid sequence encoding a protein. Miyawaki et al teach a domain structure of EBFP or 
ECFP as the donor, calmodulin-M13 hybrid, and EGFP or EYFP as the acceptor. They 
also teach a construct with ECFP fused to calmodulin and M13 fused to EYFP for an 
intermolecular interaction. FRET is a nondestructive spectroscopic method that does 
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not alter the properties of the protein, nor the interaction between the protein and the 
ligand. ECFP, EGFP and EYFP have an extinction coefficient of greater than 14,000 
and a quantum fluorescent yield of greater than 0.38. The ligand is labeled with EYFP 
that acts as an acceptor capable of absorbing the light emitted by ECFP. The cells are 
excited to detect the energy transfer, and therefore, non-covalent interactions (figure 2). 

Applicant cannot rely upon the foreign priority papers to overcome this rejection 
because a translation of said papers has not been made of record in accordance with 
37CFR1.55. See MPEP § 201.15. 

Allowable Subject Matter 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michele K. Joike, Ph.D. whose telephone number is 
571-272-5915. The examiner can normally be reached on M-F, 9:00-6:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Irem Yucel, Ph.D. can be reached on 571-272-0781. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Michele K Joike, Ph.D. 

Examiner 

Art Unit 1636 




